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Detailed Action 

The Amendments and Remarks filed 1/28/08 in response to the Office Action of 
7/27/07 are acknowledged and have been entered. 

Claims 22, 23, 27-33, 47-66, 69, 71-79, and 82-85 are pending. 
Claims 22, 23, 27-33, 47-65, and 82-84 have been withdrawn. 
Claims 66, 69, 74, 76, and 79 have been amended by Applicant. 
Claims 66, 69, 71-79, and 85 are currently under examination. 

Rejections Withdrawn 

The rejection of claim 66 under 35 U.S.C. 1 1 2, second paragraph, is withdrawn. 

The rejection of claim 66 under 35 U.S.C. 102(b) is withdrawn. However, as 
discussed below, claims 69 and 71-79 remain rejected under 35 U.S.C. 102(b). 

Response to Arguments 
Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 66 and 85 remain rejected under 35 U.S.C. 112, first paragraph, as failing 
to comply with the enablement requirement, for the reasons stated in the Office Action 
of 7/27/07 and for the reasons set-forth below. The claim(s) contains subject matter 
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which was not described in the specification in such a way as to enable one skilled in 
the art to which it pertains, or with which it is most nearly connected, to make and/or use 
the invention. 

The Office Action of 7/27/07 contains the following text: 

"The Office Action of 1/9/07 indicated that while being enabling for a method for 
diagnosing hepatocellular carcinoma in a patient comprising comparing the expression 
level of a polynucleotide comprising the sequence set forth in SEQ ID NO:1 1 in a first 
blood sample from said patient with the expression level of said polynucleotide in a 
second corresponding blood sample from a subject known to be free of hepatocellular 
carcinoma wherein elevated expression of SEQ ID NO:1 1 in the first blood sample as 
compared to the second blood sample indicates hepatocellular carcinoma, the 
specification does not reasonably provide enablement for a method of diagnosing 
hepatocellular carcinoma using just any type of patient sample is compared to just any 
type of sample or just of any type of reference library or of any other sample. 

In the Reply of 5/31/07, Applicant indicates that claim 66 has been amended to 
recite "a blood sample". However, no such amendment is found in claim 66 or 85. 

The amendments to the claims and the arguments found in the Reply of 5/31/07 
have been carefully considered, but are not deemed persuasive. For the reasons 
stated in the Office Action of 1/9/07, specifically that one of skill would not predict SEQ 
ID NO:1 1 expression in just any patient and control sample to function in the claimed 
method with an expectation of success, the rejection is maintained." 



In the Reply of 1/28/08, Applicant argues that the "patient/reference samples" in 
claim 66 have been amended to "liver tissue, a liver cell, blood, serum, plasma". 
Applicant further points-out that the specification provides results that RNA of SEQ ID 
NO:1 1 is upregulated in HCC livers as compared to RNA of reference livers (lines 27-28 
of page 23, in particular) and the teaching of Panzitt et al (Gastroenterology, 2007, 
1 32(1 ): 330-342) support this finding. Applicant further points-out that the specification 
discloses that RNA of SEQ ID NO:1 1 is not detected in tumor stroma of patients with 
HCC (lines 6-9 of page 24, in particular). 
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The amendments to the claims and the arguments found in the Reply of 1/28/08 
have been carefully considered, but are not deemed persuasive. In regards to the 
argument that the "patient/reference samples" in claim 66 have been amended to "liver 
tissue, a liver cell, blood, serum, plasma", the "patient/reference samples" in claim 66 
have not been amended to "liver tissue, a liver cell, blood, serum, plasma". The claims 
encompass methods wherein the reference samples can be any non-diseased control. 
Further, Applicant amended the samples from the patient as those "selected from the 
group consisting of liver tissue, a liver cell, tissue, blood, serum, and plasma". The 
term "tissue" encompasses any tissue. As evidenced by the specification, RNA of SEQ 
ID NO:1 1 is not detected in tumor stroma of patients with HCC (lines 6-9 of page 24, in 
particular). The term "tissue" encompasses tumor stroma. Therefore, the specification 
provides evidence that the method would not predictably function using just any tissue. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 69 and 71-79 remain rejected under 35 U.S.C. 102(b) as being 
anticipated by Home et al (WO 02/29103 A2; 4/1 1/02) for the reasons stated in the 
Office Action of 7/27/07 and for the reasons stated below. 

The Office Action of 7/27/07 contains the following text: 
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"Home et al teaches a polynucleotide sequence, Sequence #2645, which 
consists of a 176 base pair polynucleotide sequence that shares 95.6% homology with 
176 consecutive base pairs of instant SEQ ID NO:1 1 (see attached sequence 
comparison). Because of the high degree of homology of Sequence #2645 to a region 
of instant SEQ ID NO:1 1 , one of skill in the art would recognize that reagents used to 
identify Sequence #2645, including polynucleotide complements of Sequence #2645, 
would detect polynucleotides comprising instant SEQ ID NO:1 1 . Home et al further 
teaches a method of diagnosis of hepatocellular carcinoma wherein expression of a 
polynucleotide comprising SEQ ID NO:11 would be identified in a blood sample from 
patient and compared with expression of a polynucleotide comprising SEQ ID NO:11 in 
a reference library or a reference blood sample from a non-diseased control, wherein 
overexpression of polynucleotides comprising SEQ ID NO:1 1 is indicative of a diagnosis 
of hepatocyte carcinoma (page 1 1 lines 20-33, in particular). Further, Home et al 
teaches a method of diagnosing hepatocellular carcinoma comprising the following 
steps: (a) detecting the expression of a polynucleotide comprising SEQ ID NO:1 1 in a 
blood sample isolated from a patient, (b) comparing said expression with the expression 
of polynucleotides comprising SEQ ID NO:1 1 in a reference library or in a reference 
blood sample, (c) identifying polynucleotides which are differentially expressed between 
the blood sample isolated from the patient as compared to the reference library or the 
reference blood sample, and (d) matching said nucleic acid(s) identified in step (c) with 
said nucleic acid(s) differentially expressed in a pathologic reference blood or sample or 
pathologic reference library, wherein the matched nucleic acid(s) is (are) indicative of 
the patient suffering from a hepatocellular carcinoma (page 1 1 lines 20-33, in 
particular). Home et al further teaches a method wherein said nucleic acids are 
detected by PCR based detection or by a hybridization assay (page 13, in particular). 
Home et al further teaches a method wherein the expression of said nucleic acids are 
compared by a solid-phase based screening methods (page 19, in particular). Home et 
al further teaches a method wherein the patient sample is blood (page 18 lines 25-30, in 
particular). Home et al further teaches a method wherein the reference sample is 
isolated from a source selected from a non-diseased blood sample from another subject 
(page 11 lines 20-33 and page 18 lines 25-30, in particular). Home et al further teaches 
a method wherein the reference library is an expression library or a data base 
comprising clones or data on hepatocellular carcinoma-specific expression of SEQ ID 
NO:11 (pages 11, 21, and 22, in particular)." 

In the Reply of 5/31/07, Applicant indicates that the Home sequence (SEQ ID 
NO:2645) is taught to be down-regulated in metastatic malignant liver (secondary liver 
cancer), which Applicant states is the opposite expression pattern compared to elected 
SEQ ID NO:1 1 (which Applicant states is up-regulated in HCC). Applicant states that it 
is clear that the sequence in Home is related to a different form of cancer from that of 
the claimed invention and Home et al teaches a different type of expression (down- 
regulation) as compared to the instantly claimed type of expression (over-expression). 
Applicant states that there is no suggestion in Home to use SEQ ID NO:2645 as a 
hepatocellular carcinoma biomarker. Applicant further argues that Home does not 
teach a polynucleotide consisting of or comprising of instant SEQ ID NO:1 1 . 
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The amendments to the claims and the Arguments found in the Reply of 5/31/07 
have been carefully considered, but are not deemed persuasive. In regards to the 
argument that the Home sequence (SEQ ID NO:2645) is taught to be down-regulated in 
metastatic malignant liver (secondary liver cancer), which Applicant states is the 
opposite expression pattern compared to elected SEQ ID NO:1 1 (which Applicant states 
is up-regulated in HCC), Applicant is arguing limitations not recited in the claims. The 
pending claims do not require SEQ ID NO:11 to be upregulated in hepatocellular 
carcinoma samples as compared to a control. Rather, pending claim 66 requires that 
overexpression of SEQ ID NO:11 as compared to a non-diseased control is "indicative 
of a diagnosis of hepatocellular carcinoma. Claim 66 does not clearly point out 
whether over-expression of the identified polynucleotide(s) in a biological sample as 
compared to the non-diseased control indicates that the patient from which the 
biological sample was derived has hepatocellular carcinoma or whether over-expression 
of the identified polynucleotide(s) in a biological sample as compared said non-diseased 
control indicates that the patient from which the biological sample was derived does not 
have hepatocellular carcinoma (see 35 U.S.C. 112, second paragraph, rejection above). 
Therefore, the pending claims broadly read on the teaching of Home (see lines 7-10 of 
page 3, in particular), which teaches differential expression of SEQ ID NO:2645 is 
indicative of liver cancer (wherein upregulation would be "indicative of liver cancer). It 
is further noted that possible limitations disclosed in the specification are not read into 
the claims. In regards to the argument that Home does not teach a polynucleotide 
consisting of or comprising of instant SEQ ID NO:1 1 , as indicated in the Office Action of 
1/9/07, due to the high degree of homology (95.6%) between the sequence taught by 
Home et al and a region of instant SEQ ID NO:1 1 , one of skill in the art would recognize 
that complements of the sequence taught by Home et al would identify instant SEQ ID 
NO:11." 



In the Reply of 1/28/08, Applicant argues that Home et al does not teach 
methods requiring using a "polynucleotide consisting of the polynucleotide sequence of 
SEQ ID NO:1 1 or a polynucleotide comprising the polynucleotide sequence of SEQ ID 
NO:1 1" and diagnosis by detecting up-regulation. Applicant further argues that Home et 
al does not teach SEQ ID NO:1 1 , but rather teaches a sequence that shares 95.6% 
homology to Exon 2 region of clone 5 = SEQ ID NO:1 1 . Applicant further agues that 
Home et al teaches a sequence that is down-regulated in metastatic malignant liver 
(secondary liver cancer), thus exhibiting the opposite disclosed expression pattern of 
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SEQ ID NO:1 1 (which is disclosed to be upregulated in primary liver cancer). Applicant 
further argues that the sequence taught by Home is not an optimal hepatocellular 
carcinoma biomarker and there is no suggestion in Home to use this sequence for such. 

The amendments to the claims and the arguments found in the Reply of 1/28/08 
have been carefully considered, but are not deemed persuasive in regards to claims 69 
and 71-79. In regards to the arguments that Home et al does not teach methods 
requiring using a "polynucleotide consisting of the polynucleotide sequence of SEQ ID 
NO:1 1 or a polynucleotide comprising the polynucleotide sequence of SEQ ID NO:1 1" 
and diagnosis by detecting up-regulation, instant claims 69 and 71-79 do not recite 
"use" of polynucleotides consisting or comprising SEQ ID NO:1 1 or methods of 
diagnosis by detecting up-regulation. Rather, instant claims 69 and 71-79 recite 
methods comprising "detecting" polynucleotides comprising SEQ ID NO:1 1 and do not 
recite which reagents are to be "used" to detect said polynucleotides. Further, as stated 
in the Office Action of 7/27/07 and as indicated in the Office Action of 1/9/07, due to the 
high degree of homology (95.6%) between the sequence taught by Home et al and a 
region of instant SEQ ID NO:1 1 , one of skill in the art would recognize that 
complements of the sequence taught by Home et al would identify instant SEQ ID 
NO:1 1 . In regards to the argument that the sequence taught by Home is not an optimal 
"hepatocellular carcinoma biomarker" and there is no suggestion in Home to use this 
sequence for such, Home et al teaches every active method step recited in claims 69 
and 71-79. It is further noted that detection of SEQ ID NO:1 1 to identify "a 
polynucleotide differentially expressed in a sample isolated from a patient to be 
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diagnosed for "hepatocellular carcinoma" relative to a reference library or a reference 
sample from a non-diseased control" is recited in the preamble of claim 69 and is not 
considered a limitation of claim 69. Further, use of "an optimal" hepatocellular 
carcinoma biomarker is not recited in the instant claims. 

Summary 

No claim is allowed. 

Conclusion 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to SEAN E. AEDER whose telephone number is (571 )272- 
8787. The examiner can normally be reached on M-F: 8:30-5:00. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Larry Helms can be reached on 571-272-0832. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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